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E d i t o r i a l s

Statins in Older Adults — Evidence at Last

Martin Bødtker Mortensen, M.D., Ph.D.1

For decades, one of the most important unre-
solved questions in preventive cardiovascular 
medicine has been whether statin therapy should 
be initiated for primary prevention in healthy 
older adults. Although age is among the strongest 
determinants of absolute risk, the benefits of 
statin therapy beyond 70 to 75 years of age have 
remained uncertain because evidence from ran-
domized, controlled clinical trials has been 
sparse. This uncertainty is reflected in guidelines, 
in which recommendations for primary preven-
tion become weaker for older adults.1-3 The evi-
dence gap has become increasingly important as 
populations age and cardiovascular disease oc-
curs with increasing frequency in this age group. 
Notably, the uncertainty does not stem from low-
density lipoprotein (LDL) cholesterol becoming 
less relevant as a risk factor with age. Observa-
tional studies show that the LDL cholesterol level 
remains strongly associated with both plaque 
burden and cardiovascular risk beyond 70 years 
of age.4,5 What has remained unclear, however, 
is whether lowering the LDL cholesterol level in 
older adults translates into clinical benefit.

In this issue of the Journal, Zoungas et al.6 
report the results of the long-awaited STAREE 
(Statins in Reducing Events in the Elderly) trial, 
which fills this evidence gap. In this trial, 9971 
adults 70 years of age or older without cardiovas-
cular disease, diabetes, or dementia were ran-
domly assigned to receive atorvastatin at a dose of 
40 mg daily or placebo. The primary cardiovascu-
lar end point was a composite of death from car-
diovascular causes, nonfatal myocardial infarction 
or stroke, or coronary revascularization, which-
ever occurred first. After a median follow-up of 
5.9 years, treatment with atorvastatin was associ-
ated with a 30% lower risk of primary cardiovas-
cular events than placebo (hazard ratio, 0.70; 95% 

confidence interval [CI], 0.61 to 0.82). The ben-
efit was driven predominantly by nonfatal events: 
the risk of nonfatal myocardial infarction was 
approximately 42% lower with atorvastatin than 
with placebo, and the risk of coronary revascular-
ization was approximately 43% lower. This effect 
may even be conservative; by 5 years, only 55.6% 
of the participants assigned to receive atorvastatin 
were still taking the medication, whereas open-
label statin use had increased to 19.4% in the 
placebo group, which probably attenuated the 
intention-to-treat estimate.

Despite this sizeable difference in cardiovas-
cular events, atorvastatin did not show an effect 
on the second primary end point, a composite of 
death from any cause, dementia, or persistent 
physical disability (hazard ratio, 0.94; 95% CI, 
0.84 to 1.05). This neutral finding warrants a 
nuanced interpretation. More than 90% of first 
events were death or dementia, whereas persistent 
physical disability accounted for only 9%. Thus, 
although atorvastatin did not prolong disability-
free survival, the absence of excess mortality or 
dementia is clinically important. These findings 
provide reassurance from a randomized, con-
trolled trial that lowering LDL cholesterol levels 
in older adults does not adversely affect survival 
or cognitive health.

How, then, should the absence of a survival 
benefit be viewed in the context of fewer cardio-
vascular events? Most cardiovascular events in 
older adults are nonfatal. Thus, patient prefer-
ences are critical for shared decision making. 
Studies of health priorities suggest that the value 
many older adults place on avoiding nonfatal 
myocardial infarction, stroke, disability, and loss 
of independence is equal to or greater than the 
value placed on prolonging life itself.7 Preventing 
such events may therefore represent a clinically 
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meaningful benefit to older adults even when 
overall survival is unchanged.8 This distinction 
between prolonging life and preserving health 
and independence is important for truly in-
formed shared decision making.

The STAREE trial should not, however, be in-
terpreted as a mandate to prescribe statins to 
everyone older than 70 years of age. Participants 
were healthy and independent and were selected 
after a placebo run-in period that required dem-
onstration of good medication adherence. Its 
findings cannot automatically be extrapolated to 
older adults who are more frail or have multiple 
coexisting conditions. Cardiovascular risk varies 
substantially at any given age. Some older adults 
have extensive subclinical atherosclerosis and 
high absolute risk, whereas others have little or 
no detectable atherosclerosis and much lower 
risk.9 Effective therapy therefore increases, rather 
than diminishes, the importance of individual-
ized risk assessment and shared decision making.

The STAREE trial is likely to influence future 
prevention guidelines by strengthening the evi-
dence base for initiating statin therapy in healthy 
older adults. Yet the trial results should be ap-
plied to the question that the trial addressed. The 
STAREE trial provides compelling evidence for 
the benefit and safety of initiating statin therapy 
in relatively healthy older adults not already re-
ceiving lipid-lowering treatment. The trial does 
not address whether statins can safely be discon-
tinued in older adults who have received treatment 
for many years.10 The balance between benefit, 
competing risks, polypharmacy, and patient pri-
orities may differ in that setting, and dedicated 
evidence on deprescribing is needed. The STAREE 
trial, therefore, changes the central clinical ques-
tion. It is no longer whether statins can prevent 
cardiovascular events when initiated in healthy 

older adults, but whom to treat to achieve mean-
ingful absolute benefit. The trial tells us that it is 
not too late to start statin therapy. Whether there 
comes a time when it is safe to stop after years 
of treatment remains unanswered.

Disclosure forms provided by the author are available with the 
full text of this editorial at NEJM.org.
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Obexelimab and the Promise of Nondepleting 
B-Cell Therapy in IgG4-Related Disease

Thomas Dörner, M.D.1

IgG4-related disease has emerged as one of the 
clearest human models for understanding the role 
of B-lineage cells in immune-mediated inflamma-
tion. Although glucocorticoids remain effective 
for inducing remission, relapse during tapering is 

common, cumulative toxic effects are substantial, 
and durable disease control remains difficult to 
achieve. Della-Torre et al.1 now report in the 
Journal the findings of the INDIGO trial. This 
phase 3 INDIGO trial of obexelimab is notable, 
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